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Table S1. Plaque hemagglutinin-sequencing results (5 plaques each) for
A/PR/8/34 (HIN1l) (lab sample Y3393 Pl), A/WS/33 (HIN1l) (lab sample Y3391 P1),
6-resistant A/California/07/2009 (HIN1) (12 Passages in the presence of
compound 6, lab sample Y3388 Pl) and A/California/07/2009 (HIN1) after 30
passages in MDCK cells (lab sample Y3394 P1l), in comparison to known database
sequences, for which the GenBank identifiers are presented. Numbering
according to Gamblin et al. Mutations in the 6-resistant strain at residues
159, 186, and 324 are highlighted. Note that a deletion in the
A/California/07/2009 results in a downward shift of the numbering.

Table S2. Plaque Ml-sequencing results (5 plaques each) for 6-resistant
A/California/07/2009 (HIN1) (12 Passages in the presence of compound 6, lab
sample Y3388 P1l), A/California/07/2009 (HIN1) after 30 passages in MDCK cells
(lab sample Y3394 P1)A/WS/33 (HIN1) (lab sample Y3391 P1), and A/PR/8/34
(HIN1) (lab sample Y3393 P1l), in comparison to known database sequences, for
which the GenBank identifiers are presented.

Table S3. Plaque M2-sequencing results (nucleic acid level, 5 plaques) for 6-
resistant A/California/07/2009 (HIN1) (12 Passages in the presence of compound
6, lab sample Y3388 Pl) and A/California/07/2009 (HIN1l) after 30 passages in
MDCK cells (lab sample Y3394 Pl) in comparison to known database sequences,
for which the GenBank identifiers are presented.

Table S4. Plaque M2-sequencing results (nucleic acid level, 5 plaques) for
A/WS/33 (HIN1) (lab sample Y3391 Pl) in comparison to known database
sequences, for which the GenBank identifiers are presented.

Table S5. Plaque M2-sequencing results (nucleic acid level, 5 plaques each)
for A/PR/8/34 (HIN1) (lab sample Y3393 P1l), in comparison to known database
sequences, for which the GenBank identifiers are presented.

Figure S1. Representative diary plots from tSA-201 HEK cells transiently
expressing M2 (A/England/195/2009 (HIN1), without or with a point mutation at
position 31, N31S) and assessed for blockade by aminoadamantanes.
Briefly,whole-cell currents are recorded every 4s at -80mV (black dots and
traces). At extracellular pH7.4 (blue bars), minimal inward current is
observed in these cells. In contrast, a sustained inward current is observed
when extracellular pH 5.5 is applied (yellow bars and shading) that is not
observed in untransfected cells (data not shown). After M2 current is
stabilized at pH 5.5, 100uM of amantadine (purple bars) or 1, 10, or 100uM of6
(orange bars) is applied. M2 (S31) current is blocked by 6 within minutes of
application (A). In contast, no reduction of M2 (N31l) is observed even after
30 minutes of 100uM of 6 (B). After 30 minutes, M2 (N31) currents + 100uM 6
resemble M2 (N31) currents in the absence of 6 (C).
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U08904_A/WS/1933 (HINI) [450]
CY009604_A/Wilson-Smith/33 (HIN1) [450]
Y3391 _Pl.1 [450]
¥3391_P1.2 [450]
¥3391_P1.3 [450]
Y3391 _Pl.4 [450]
Y3391 _Pl.5 . [450]
KC781785_A/California/07/2009 (HIN1) .WHOL

FJ981613 A/California/07/2009 (HIN1) CWHLL

FJ969540 A/California/07/2009 (HINI1) CWHLL

KF009554 A/California/07/2009 (HIN1) CHLoL

¥3388 P1.1 [450]
¥3388 P1.2 [450]
¥3388 P1.3 [450]
¥3388 P1.4 [450]
Y3388 P1.5 [450]
¥3394 Pl.l. HeoooDur tiiieeeee etiiiiae e

Y3394 P12 HuroiTur eietaee et e

Y3394 P13 HuroiTut itietaie et e

Y3394 Plod. . HeotiDur teiieeeee ceiiiiae e

¥3394 PL.5..HeeteDur tiiiaeeee eeiiiiae e

NC_002017_A/Puerto_Rico/8/34/Cambridge (HIN1) EKVKSQLKNN AKEIGNGCFE FYHKCDNECM ESVRNGTYDY PKYSEESKLN [500]

J04572_A/Puerto_Rico/8/34/Cambridge (HIN1) [500]
v01088_A/PR/8/34 (HONI1) [500]
AF389118_A/Puerto_Rico/8/34/Mount_Sinai (HIN1) [500]
CY009444_A/Puerto_Rico/8/34 (HINI) [500]
CY033577_A/Puerto_Rico/8/1934 (HINI) [500]
J02144_A/Puerto_Rico/8/34 (HIN1) [500]
M34335_A/Puerto_Rico/8/34 (HIN1) [500]
EF467821_A/Puerto_Rico/8/34(HlNl) [500]
Y3393_p1.1 .. [500]
Y3393_p1.2 .. [500]
Y3393_P1.3 .. [500]
Y3393_p1.4 .. [500]
Y3393_P1.5 .. [500]
DQ508905 A/Wilson-Smith/1933 (HIN1) [500]
U08904_A/WS/1933 (HINI) [500]
CY009604_A/Wilson-Smith/33 (HIN1) [5001]
¥3391 P1.1 . [500]
Y3391 P1.2 i [500]
Y3391 P1.3 [500]
Y3391 _P1.4 D. [500]
Y3391 P1.5 . . [500]
KC781785_A/California/07/2009 (HIN1) R s e T ..K..
FJ981613_A/California/07/2009 (HIN1) R e e T ..K..
FJ969540_A/California/07/2009 (HIN1) R e e T ..K..
KF009554_A/California/07/2009 (HIN1) T T.. ...K

Y3388 P1.1 T T.. (5001
Y3388_P1l.2 R T.. [500]
Y3388_P1.3 R T.. [500]




¥3388 P1.4 Rutie e e T Kevroe eenn A. 500
¥3388 P1.5 PRt e e T Kevroe eenn A. 500
Y3394 PL.leuiRuvenie weeieniee e T CKevie e A [500]
Y3394 PL.2uu Rutenie eeeiienee e T Kevrnn veenns A [500]
Y3394 PL.3u . Rutenit veeieiiee e T CKevie e A [500]
Y3394 PLud. . Ruvenit weeiieniee e T CKevie e A [500]
Y3394 PL.S.. Rutenie weeiienee e T CKevie e A [500]

NC_002017A/Puerto_Rico /8/34/Cambridge (HIN1) REKVDGVKLE SMGIYQILAI YSTVASSLVL LVSLGAISFW MCSNGSLQCR [550]

J04572_A/Puerto Rico/8/34/Cambridge (HIN1) [550]
Vv01088_A/PR/8/34 (HON1) [550]
AF389118_A/Puerto_Rico/8/34/Mount_Sinai (HINI1) [550]
CY009444 A/Puerto Rico/8/34 (HINI1) [550]
CY033577_A/Puerto_Rico/8/1934 (HIN1) [550]
J02144_A/Puerto_Rico/8/34 (HIN1) - [550]
M34335_A/Puerto Rico/8/34 (HIN1) === -=-—-—om —mmmmomoom mmomoooo oo oo [550]
EF467821 A/Puerto Rico/8/34 (HINL) it it iiiiiie ettt e e [550]
Y3393 _P1l.1 [550]
Y3393_P1.2 [550]
Y3393_P1.3 [550]
Y3393_P1l.4 [550]
Y3393_P1.5 [550]

DQ508905_A/Wilson-Smith/1933 (HINI)
U08904_A/WS/1933 (HINI)
CY009604_A/Wilson-Smith/33 (HIN1)
Y3391 P1.
Y3391 P1.
¥3391_P1.
Y3391 P1.
Y3391 P1.
KC781785_A/California/07/2009 (HINL
FJ981613_A/California/07/2009 (HIN1
FJ969540_A/California/07/2009 (HIN1
KF009554_A/California/07/2009 (HINL
¥3388_P1.
¥3388_P1.
¥3388_P1.
¥3388_P1.
¥3388_P1.
¥3394_p1.
¥3394_p1.
¥3394_p1.
¥3394_p1.
¥3394_p1.

-

U W N

)
)
)
)

i

G WNE O WwN

NC_002017_A/Puerto_Rico/8/34/Cambridge (HIN1) ICI* [554]

J04572_A/Puerto Rico/8/34/Cambridge (HIN1) -—-—- [554]
V01088 _A/PR/8/34 (HON1) .... [554]
AF389118_A/Puerto_Rico/8/34/Mount_Sinai (HIN1) .... [554]
CY009444 A/Puerto Rico/8/34 (HINI1) .... [554]
CY033577_A/Puerto_Rico/8/1934 (HIN1) .... [554]
J02144_A/Puerto_Rico/8/34 (HIN1) ---— [554]
M34335_A/Puerto_Rico/8/34 (HIN1) —-——- [554]
EF467821_A/Puerto_Rico/8/34 (HIN1) .... [554]
Y3393 _P1l.1 -—-— [554]
¥3393 P1.2 -—-- [554]
¥3393 P1.3 ---- [554]
Y3393 _Pl.4 --—-- [554]
Y3393_P1.5 --—-- [554]
DQ508905 A/Wilson-Smith/1933 (HIN1) ... [554]
U08904_A/WS/1933 (HINI) ... [554]
CY009604_A/Wilson-Smith/33 (HIN1) .... [554]
Y3391 _Pl.1 [554]
Y3391 P1.2 ———— [554]
Y3391 P1.3 ———— [554]
Y3391 P1.4 ———— [554]
Y3391 P1.5 ———— [554]
KC781785_A/California/07/2009 (HIN1) [554]
FJ981613_A/California/07/2009 (HIN1) [554]
FJ969540_A/California/07/2009 (HIN1) [554]
KF009554_A/California/07/2009 (HIN1) [554]

¥3388 P1.1 ———— [554]
¥3388 P1.2 ———— [554]
¥3388 P1.3 ———— [554]
¥3388 P1.4 ———— [554]
¥3388 P1.5 ———— [554]
Y3394 _Pl.1 -—-—- [554]

Y3394 _Pl.2 -—-—- [554]

Y3394 _P1.3 -—-—- [554]
Y3394_Pl.4 -—-—- [554]

Y3394 _P1.5 -—-—- [554]



Table S2

KC781788_A/California/07/2009 (HIN1) MSLLTEVETY VLSIIPSGPL KAEIAQRLES VFAGKNTDLE ALMEWLKTRP [ 50]

FJ969537_A/California/07/2009 (HIN1) [ 50]
FJ969527 A/California/07/2009 (HIN1)
FJ966975 A/California/07/2009 (HIN1)
CY121681 A/California/07/2009 (HIN1)

¥3388_P1.1 50]
¥3388_P1.2 50]
¥3388_P1.3 50]
¥3388_P1.4 50]
¥3388_P1.5 50]
¥3394_P1.1

¥3394_P1l.2 ..

¥3394_P1.3 ..

Y3394 P1.4 i e

Y3394 P1.5 it e

CY045757_A/United Kingdom/1/1933 (HIN1) [ 50]
CY009605_A/Wilson-Smith/33 (HIN1) e e R [ 50]
Y3391 _wS/33_P1.1 ... e 50]
Y3391 _wS/33_P1.2 ... e 50]
Y3391 _wS/33_P1.3 ... e ..D .. ... 50]
¥3391_WS/33_P1.4 ... e 50]
¥3391_WS/33_P1.5 ... 50]

V01099 _A/PR/8/1934 (HINI) . - [ 50]
CY009445_A/Puerto Rico/8/34 (HINL) it iiiiiiies cneanann [ 50]
EF467824_A/Puerto Rico/8/34 (HINL) it iiiiiiiies i [ 50]
AF389121 A/Puerto_Rico/8/34/Mount_Sinai (HIN1) [ 50]
CY033578_A/Puerto_Rico/8/1934 (HIN1) . [ 50]
Y3393_PR/8/34_P1.1 .. ..D [ 50]
Y3393_PR/8/34_P1.2 .. ..D [ 50]
Y3393_PR/8/34_P1.3 .. ..D [ 501]
Y3393_PR/8/34_P1.4 .. .D [ 501]
Y3393_PR/8/34_P1.5 ... D [ 501]
KC7817887A/California/07/2009(HlNl)ILSPLTKGIL GFVFTLTVPS ERGLQRRRFV QNALNGNGDP NNMDRAVKLY [1001]

FJ969537 _A/California/07/2009 (HINL) tuttiintnt itiiiies teeiiiene teeiiinn sennnaenns [100]
FJ969527 A/California/07/2009 (HIN1)  .......... [100]
FJ966975 A/California/07/2009 (HIN1)  ..........

CY121681 A/California/07/2009 (HIN1)  ..........

Y3388 P1.1 [100]
Y3388_P1.2 L. e . [100]
Y3388_P1.3 .. [100]
Y3388 _P1.4 [100]
Y3388 _P1.5 [100]
Y3394 P1.1 [100]
Y3394 P1.2

Y3394 _P1.3

Y3394 _P1.4

Y3394 _P1.5

CY045757_A/United Kingdom/1/1933 (HINI) N e PP S G [100]
CY009605_A/Wilson-Smith/33 (HIN1) PP [ G [100]
Y3391 Ws/33 P1.1 ... A o K. [100]
Y3391 Ws/33 P1.2 ... A K. [100]
Y3391 Ws/33 P1.3 ... oo K. [100]
Y3391 Ws/33 P1.4 ... oo K. [100]
Y3391 Ws/33 P1.5 ... K. [100]
V01099 _A/PR/8/1934 (HINI) Koo [100]
CY009445 A/Puerto Rico/8/34 (HINI1) Kooonn [100]
EF467824_A/Puerto_Rico/8/34 (HINI1) K.o.o.o.. [100]
AF389121_ A/Puerto_Rico/8/34/Mount_Sinai (HIN1) Koo.o.. [100]
CY033578_A/Puerto_Rico/8/1934 (HIN1) Koo [100]
Y3393 _PR/8/34_PL.1 i i e eeeeaeee eeeeeeaaes e WKl [100]
Y3393 _PR/8/34_P1.2 e e eeeeaaee e e WKl [100]
Y3393 _PR/8/34_P1.3 e e eeeeaaee eeeeeeaaes e W Koi [100]
Y3393 _PR/8/34_PL.4 e e eeeeaeee eeeeeeaaes e W Kol [100]
Y3393_PR/8/34_P1.5 i e e e e e Kool [100]
KC781788_A/California/07/2009(HlNl)KKLKREITFH GAKEVSLSYS TGALASCMGL IYNRMGTVTT EAAFGLVCAT [150]
FJ969537_A/California/07/2009 (HIN1) [150]
FJ969527_A/California/07/2009 (HIN1) [150]
FJ966975_A/California/07/2009 (HIN1)

CY121681 A/California/07/2009 (HIN1) e e

¥3388 P1.1 e [150]
Y3388 _P1.2 [150]
¥3388_P1.3 ... [150]
Y3388 PL.4 e e e e [150]
Y3388 PL.5 e e e e [150]
Y3394 P1.1

Y3394 P1.2

Y3394 P1.3

Y3394 P1.4

Y3394 P1.5

CY045757_A/United Kingdom/1/1933 (HIN1) [150]
CY009605_A/Wilson-Smith/33 (HIN1) - [150]
Y3391 WS/33 Pl.1 V.. [150]
Y3391 Ws/33 P1.2 V.. [150]
Y3391 Ws/33 P1.3 V.. [150]
Y3391 WS/33 Pl.4 V.. [150]
Y3391 _WS/33_Pl.5 V.. [150]

V01099_A/PR/8/1934 (HIN1



CY009445_A/Puerto
EF467824_A/Puerto
AF389121_A/Puerto
CY033578_A/Puerto
Y3393 _PR/8/34_P1.
Y3393 _PR/8/34_P1.
Y3393 _PR/8/34_P1.
Y3393 PR/8/34_P1.
Y3393 PR/8/34_P1.

KC781788 A/Califo
FJ969537_A/Califo
FJ969527_A/Califo
FJ966975 A/Califo
CY121681_A/Califo
¥3388 P1.1
¥3388_P1.
¥3388_P1.
¥3388_P1.
¥3388_P1.
Y3394 P1.
Y3394 P1.
Y3394 P1.
¥3394 P1.
Y3394 P1.5
CY045757_A/United
CY009605_A/Wilson
Y3391 _WS/33_Pl.1
¥3391_WS/33_Pl.2
¥3391_WS/33_P1.3
¥3391_WS/33_Pl.4
¥3391_WS/33_P1.5
V01099 _A/PR/8/193
CY009445_A/Puerto
EF467824_A/Puerto
AF389121_A/Puerto
CY033578_A/Puerto
Y3393_PR/8/34_P1.
Y3393 PR/8/34_P1.
Y3393 PR/8/34_P1.
Y3393 PR/8/34_P1.
Y3393 PR/8/34_P1.

DWW N RO WN

KC781788 A/Califo
FJ969537_A/Califo
FJ969527_A/Califo
FJ966975 A/Califo
CY121681 A/Califo
¥3388 P1.1

¥3388 Pl.
¥3388 Pl.
¥3388_P1.
¥3388_P1.
Y3394 P1.
¥3394 P1.
¥3394_Pl.
¥3394_Pl.
Y3394 P1.5
CY045757_A/United
CY009605_A/Wilson
Y3391 Ws/33 Pl1.1
Y3391 Ws/33 P1.2
Y3391 Ws/33 P1.3
Y3391 _WS/33_Pl.4
Y3391 WS/33_P1.5
V01099 _A/PR/8/193
CY009445_A/Puerto
EF467824_A/Puerto
AF389121_A/Puerto
CY033578_A/Puerto
Y3393_PR/8/34_P1.
Y3393 PR/8/34_P1.
Y3393 PR/8/34_P1.
Y3393 PR/8/34_P1.
Y3393 PR/8/34_P1.

BW N RO WN

KC781788 A/Califo
FJ969537_A/Califo
FJ969527_A/Califo
FJ966975 A/Califo
CY121681 A/Califo
Y3388 P1.1

Y3388 P1.
v3388 Pl.
v3388 Pl.
v3388 Pl.
¥3394 P1.
¥3394 P1.
Y3394 P1.
Y3394 P1.
Y3394 P1.

G WN O W

_Rico/8/34 (HINI)
“Rico/8/34 (HINI)
_Rico/8/34/Mount_Sinai (HIN1) R

Rico/8/1934 (HINI) Revevnennn .
1 Revevnnnns V..
2 Revevnnnns V..
3 Revevnnnns V..
4 Revevnnnns V..
5 Revevnnnns v

rnia/07/2009 (HIN1) CEQIADSQHR SHRQMATTTN PLIRHENRMV LASTTAKAME QMAGSSEQAA
rnia/07/2009 (HIN1)
rnia/07/2009 (HIN1)
rnia/07/2009 (HIN1)
rnia/07/2009 (HIN1)

[200]

| Kingdom/1/1933 (HINI)
-Smith/33 (HIN1)

4 (HIN1)

_Rico/8/34 (HINI)

_Rico/8/34 (HINI)

_Rico/8/34/Mount_Sinai (HIN1)
Rico/8/1934 (HINI)

g W N

rnia/07/2009 (HIN1) EAMEVANQTR QMVHAMRTIG THPSSSAGLK DDLLENLQAY QKRMGVQMQR
rnia/07/2009 (HIN1)
rnia/07/2009 (HIN1)
rnia/07/2009 (HIN1)
rnia/07/2009 (HIN1)

[250]
[250]
[250]

[250]
[250]
[250]
[250]
[250]

| Kingdom/1/1933 (HINI1) .DI.S.A.
-Smith/33 (HIN1) ...DI.S.A.
.DI.S.A.
.DI.S.A.
.DI.S.A.
.DI.S.A.
.DI.S.A. .
4 (HINL) L. S.A.
_Rico/8/34(HIN1)  ...... IRa.
“Rico/8/34 (HIN1) ... S.A.
_Rico/8/34/Mount_Sinai (HIN1) ...... S.A.
_Rico/8/1934 (HIN1)  ...... S.A.
T e S.A.
2 L. S.A.
3 e S.A.
4 e S.A.
5 il S.A.
rnia/07/2009 (HIN1) FK* [253]
rnia/07/2009 (HIN1) [253]
rnia/07/2009 (HIN1) [253]
rnia/07/2009 (HIN1) [253]
rnia/07/2009 (HIN1) [253]
[253]
[253]
[253]
[253]
.. [253]
... [253]
[253]



CY045757_A/United Kingdom/1/1933 (HIN1)
CY009605_A/Wilson-Smith/33 (HIN1)

Y3391 WS/33 Pl.
Y3391 Ws/33 Pl.
Y3391 Ws/33 Pl.
Y3391 Ws/33 Pl.
Y3391 Ws/33 Pl.
V01099_A/PR/8/1934 (HIN1)

CY009445 A/Puerto Rico/8/34 (HINI1)

EF467824 A/Puerto Rico/8/34 (HIN1)
AF389121_A/Puerto_Rico/8/34/Mount_Sinai (HIN1)
CY033578_A/Puerto
Y3393_PR/8/34_Pl.
Y3393_PR/8/34_Pl.
Y3393_PR/8/34_P1.
Y3393_PR/8/34_P1.
Y3393_PR/8/34_P1.

1
2
3
4
5

(SNSRI

Rico/8/1934 (HINI)



Table S3.

M S L L T E v E T
KC781788 A/California/07/2009 (HIN1)
FJ969537 A/California/07/2009 (HIN1)
FJ969527 A/California/07/2009 (HIN1)
FJ966975 A/California/07/2009 (HIN1)
CY121681 A/California/07/2009 (HIN1)
¥3388 P1.1

¥3388 P1.
¥3388 P1.
¥3388 P1.
¥3388 P1.
¥3394 P1.
¥3394 P1.
¥3394 P1.
¥3394 P1.
Y3394 P1.

G WNE O WN

KC781788 A/California/07/2009 (HIN1)
FJ969537 A/California/07/2009 (HIN1)
FJ969527 A/California/07/2009 (HIN1)
FJ966975 A/California/07/2009 (HIN1)
CY121681 A/California/07/2009 (HIN1)
¥3388_P1.1
¥3388_P1.2
¥3388_P1.3
¥3388_P1.4
¥3388_P1.5
¥3394_P1.1
¥3394_P1.2
¥3394_P1.3
¥3394_P1.4
¥3394_P1.5

KC781788 A/California/07/2009 (HIN1)
FJ969537 A/California/07/2009 (HIN1)
FJ969527 A/California/07/2009 (HIN1)
FJ966975 A/California/07/2009 (HIN1)
CY121681 A/California/07/2009 (HIN1)
¥3388 P1.1
¥3388 P1.2
¥3388 P1.3
¥3388 P1.4
¥3388 P1.5
¥3394 P1.1
Y3394 P1.2
¥3394 P1.3
¥3394 P1.4
Y3394 P1.5

KC781788_A/California/07/2009 (HINI)
FJ969537 A/California/07/2009 (HIN1)
FJ969527 A/California/07/2009 (HIN1)
FJ966975 A/California/07/2009 (HIN1)
CY121681_A/California/07/2009 (HINI)
¥3388_P1.1
¥3388_P1.2
¥3388_P1.3
¥3388_P1.4
¥3388_P1.5
¥3394_P1.1
¥3394_P1.2
¥3394_P1.3
¥3394_P1.4
¥3394_P1.5

KC781788 A/California/07/2009 (HIN1)
FJ969537 A/California/07/2009 (HIN1)
FJ969527 A/California/07/2009 (HIN1)
FJ966975 A/California/07/2009 (HIN1)
CY121681 A/California/07/2009 (HIN1)
¥3388 P1.1
¥3388_P1.2
¥3388 P1.3
¥3388 P1.4
¥3388 P1.5
¥3394 P1.1
Y3394 P1.2
¥3394 P1.3
¥3394 P1.4
Y3394 P1.5

P

T R S E W E [ 16]
ATG AGT CTT CTA ACC GAG GTC GAA ACG CCT ACC AGA AGC GAA TGG GAG

C R C S D S S D P L v I A A N I
TGC AGA TGC AGC GAT TCA AGT GAT CCT CTC GTC ATT GCA GCA AAT ATC

I G I L H L I L W I T D R L F F
ATT GGG ATC TTG CAC CTG ATA TTG TGG ATT ACT GAT CGT CTT TTT TTC

K C I Y R R F K Y G L K R G P S
AAA TGT ATT TAT CGT CGC TTT AAA TAC GGT TTG AAA AGA GGG CCT TCT

T E G \Y% P E S M R E E Y Q Q E Q
ACG GAA GGA GTG CCT GAG TCC ATG AGG GAA GAA TAT CAA CAG GAA CAG

48]

~
@



KC781788 A/California/07/2009 (HIN1)
FJ969537 A/California/07/2009 (HIN1)
FJ969527 A/California/07/2009 (HIN1)
FJ966975 A/California/07/2009 (HIN1)
CY121681 A/California/07/2009 (HIN1)
¥3388 P1.1
¥3388 P1.2
¥3388 P1.3
¥3388 P1.4
¥3388 P1.5
¥3394 P1.1
Y3394 P1.2
¥3394 P1.3
¥3394 P1.4
Y3394 _P1.5

KC781788_A/California/07/2009 (HINI)
FJ969537_A/California/07/2009 (HIN1)
FJ969527 A/California/07/2009 (HIN1)
FJ966975 A/California/07/2009 (HIN1)
CY121681_A/California/07/2009 (HINI)
¥3388_P1.1
¥3388_P1.2
¥3388 P1.3
¥3388 P1.4
¥3388_P1.5
¥3394_P1.1
¥3394_P1.2
¥3394_P1.3
¥3394_P1.4
¥3394_P1.5

CAG AGT GCT GTG GAT GTT GAC GAT GGT CAT TTT GTC AAC ATA GAG CTA

[288]
[288]
[288]
[288]
[288]

E * [ 97]
GAG TAA [294]
[294]
[294]
[294]
[294]
cee el [294)
—————— [294]
—————— [294]
[294]
[294]
[294]
[294]
[294]
[294]
[294]

[288]
[288]
[288]
[288]
[288]
[288]
[288]



Table S4.

M SL L TEVE
CY045757_A/United
CY009605_A/Wilson-—
Y3391 P1.1

Y3391 P1.2

Y3391 P1.3

Y3391 P1.4

Y3391 P1.5

C R C S D
CY045757_A/United
CY009605_A/Wilson-—
Y3391 P1.1
Y3391 _P1.2
Y3391 _P1.3
¥3391_P1.4
Y3391 P1.5

I G I L H

CY045757_A/United .
CY009605_A/Wilson-—

Y3391 P1.1
¥3391_P1.2
¥3391_P1.3
¥3391_P1.4
¥3391_P1.5

T P I R N E W E [ 16]
| Kingdom/1/1933 (HIN1) ATG AGT CTT CTA ACC GAG GTC GAA ACG CCT ATC AGA AAC GAA
Smith/33 (HIN1) P
. B 18]
... [ 48]
[ 48]

[ 48]
[ 48]

TGG

s s pD P L v I = A B 1
| Kingdom/1/1933 (HIN1)
Smith/33 (HIN1)

[ 32]

TGC AGA TGC AGC GAT TCA AGT GAT CCT CTC GTT ATT GCA GCA .
[ 961]
[ 96]
[ 96]
[ 96]
[ 96]

L I L W I L D R L F F [ 48]
Kingdom/1/1933 (HIN1) ATT GGG ATC TTG CAC TTG ATA TTG TGG ATT CTT GAT CGT CTC TTT
Smith/33 (HIN1) O,
[144]
[144]
[144]
[144]
[144]

HHEEAa3

K C I Y R R F K Y G L K R G P

GAG

ATC

TTC

S

CY045757_A/United Kingdom/1/1933(HIN1) AAA TGC ATT TAT CGT CGC TTT AAA TAC GGT TTG AAA AGA GGG CCT TCT

CY009605_A/Wilson-—

Y3391 P1.1
Y3391 P1.2
¥3391 P1.3
Y3391 P1.4
Y3391 P1.5

T E G \Y% P
CY045757_A/United
CY009605 A/Wllson
Y3391 Pl.1
Y33917Pl.2
Y3391 P1.3
Y3391 Pl1.4
Y3391 P1.5

Q N A \4 D

Smith/33 (HIN1)

[192]
E S M R E E Y R N E Q

| _Kingdom/1/1933 (HIN1)
Smith/33 (HIN1)

[ 80]

ACG GAA GGA GTG CCA GAG TCT ATG AGG GAA GAA TAT CGA AAT GAA
[240]
[240]
[240]
[240]
[240]

\4 D D G H F \Y% N I E L [ 96]

CAG

CY045757_A/United Kingdom/1/1933 (HIN1) CAG AAT GCT GTG GAT GTT GAC GAT GGT CAT TTT GTC AAC ATA GAG CTG

CY009605_A/Wilson-—
Y3391 P1.1
Y3391 _P1.2
Y3391 P1.3
¥3391_P1.4
Y3391 P1.5

CY045757_A/United .
CY009605_A/Wilson-—

Y3391 P1.1
¥3391_P1.2
¥3391_P1.3
¥3391 P1.4
Y3391 P1.5

Smith/33 (HIN1) .
[288]

[288]
[288]
[288]
[288]
E * [ 97]
Kingdom/1/1933 (HIN1) GAG TAA [294]
Smith/33 (HIN1) ... [294]
[294]
[294]
[294]
[294]

[294]

[ 48]
[ 48]

[ 96]
[ 96]

[144]
[144]

[ 64]
[192]
[192]
[192]
[192]
[192]
[192]

[240]
[240]

[288]
[288]



Table S5.

M S L L T E \Y% E T P I R N E W G [ 16

CY009445 A/Puerto Rico/8/34 (HINI1) ATG AGT CTT CTA ACC GAG GTC GAA ACG CCT ATC AGA AAC GAA TGG GGG
V01099_A/PR/8/1934 (HIN1) e e et e e e e e e e e e e e e e
AF389121 A/Puerto_Rico/8/34/Mount_Sinai (HIN1)
EF467824_ A/Puerto_Rico/8/34 (HIN1)
CY033578_A/Puerto Rico/8/1934 (HINI) .
48]

¥3393 P1.1 [

Y3393 P1.2 [ 48]
Y3393 P1.3 [ 48]
Y3393 Pl1.4 [ 48]
Y3393 P1.5 [ 48]

C R C NG S S D P L I I A SS I [ 32]

CYOO94457A/Puert07Rico/8/34(HlNl) TGC AGA TGC AAC GGT TCA AGT GAT CCT CTC ATT ATT GCC TCA ART ATC
V01099 _A/PR/8/1934 (HINI) P ¢ (0 .
AF389121_A/Puerto_Rico/8/34/Mount_Sinai (HIN1) ... ... ... ... ... vt wvnw wun .u. ... GC.

EF467824_ A/Puerto_Rico/8/34 (HIN1) P

CY033578_A/Puerto_Rico/8/1934 (HINI)

¥3393 P1.1 . [ 96]
Y3393 P1.2 [ 96]
¥3393 P1.3 [ 96]
Y3393 Pl.4 [ 96]
Y3393 P1.5 [ 96]
/28N

I G I L H L I L w I L D R L F F [ 48]

CYO09445_A/Puerto_Rico/8/34(HlNl) ATT GGG ATC TTG CAC TTG AYA TTG TGG ATT CTT GAT CGT CTT TTT TTC
V01099 _A/PR/8/1934 (HINI1) T

AF389121 A/Puerto_Rico/8/34/Mount_Sinai (HIN1)

EF467824 A/Puerto Rico/8/34 (HIN1)

CY033578 A/Puerto Rico/8/1934 (HIN1) e e e e e e e e e e e e
Y3393 Pl.1 e e e e e e e e e e e e e e e [144]
¥3393 P1.2 e e e e e A R-23
¥3393 P1.3 e e e e e A R-23
Y3393 _Pl.4 [144]
¥3393 P1.5 [144]

K C I Y R L F K Y G L K R G P S [ 64]
CY009445_A/Puerto_Rico/8/34 (HINI) AAA TGC ATT TAC CGT CTC TTT AAA TAC GGT TTG AAA AGA GGG CCT TCT
V01099 _A/PR/8/1934 (HINI1) Ces e ese ene e Cee eee e C.. ... cee e
AF389121 A/Puerto_Rico/8/34/Mount_Sinai (HIN1)
EF467824 A/Puerto Rico/8/34 (HIN1)
CY033578 A/Puerto Rico/8/1934 (HIN1)
Y3393 P1.1 ..
Y3393 _P1.2
Y3393 P1.3

4

5

b

C..

C..

C e e
[192]
[192]
[192]

[192]

SE ... ac. . @A ...

S
[oNeNONe]

¥3393 P1.
Y3393 P1.

T E G \% P K S M R E E Y ON E Q [ 80]
CY009445 A/Puerto Rico/8/34 (HINI) ACG GAA GGA GTG CCA AAG TCT ATG AGG GAA GAA TAT CAA AAG GAA CAG
V01099 _A/PR/8/1934 (HINI) et e e e e e e e e e e e e e e
AF389121 A/Puerto_Rico/8/34/Mount_Sinai (HIN1)
EF467824_ A/Puerto_Rico/8/34 (HIN1)
CY033578_A/Puerto_Rico/8/1934 (HINI)

¥3393_p1.1 [

¥3393_P1.2 [240]
¥3393_P1.3 [240]
¥3393_P1.4 [240]
Y3393 P1.5 [240]

Q S A \% D A D D G H F v S I E L [ 96

CY009445 A/Puerto Rico/8/34 (HINI1) CAG AGT GCT GTG GAT GCT GAC GAT GGT CAT TTT GTC AGC ATA GAG CTG
V01099 _A/PR/8/1934 (HINI1) e e et e e e e

AF389121 A/Puerto_Rico/8/34/Mount_Sinai (HIN1)

EF467824 A/Puerto_Rico/8/34 (HIN1)

CY033578_A/Puerto _Rico/8/1934 (HINI)

Y3393 P1.1

Y3393 P1.2

¥3393 P1.3 ..

¥3393 P1.4 T s mmm e

Y3393 P1.5 T mmm mmm mem e
E * [ 97]

CYOO9445_A/PuertO_RiCO/8/34(HlNl) GAG TAA [294]

V01099 _A/PR/8/1934 (HINI) cee e [294]

AF389121 A/Puerto_Rico/8/34/Mount_Sinai (HIN1) ... ... [294]

EF467824 A/Puerto Rico/8/34 (HIN1) cee . [294)

CY033578_A/Puerto Rico/8/1934 (HIN1) cee e [294]

Y3393 P1.1 cee .. [294]

Y3393_P1l.2 e e [294]

Y3393_P1.3 e e [294]

Y3393 1.4 [294]

Y3393 P1.5 [294]

48]
48]
48]
48]
48]

[ 96]
[ 96]
[ 96]
[ 96]
[ 96]

[144]
[144]
[144]
[144]
[144]

[192]
[192]
[192]
[192]
[192]

[192]

[240]
[240]
[240]
[240]
[240]

[288]



Figure S1.
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